1 H-NMR spectra were recorded on either an Inova 500 MHz NMR instrument or an HPLC Purification and Analysis: Purification of linear peptides was conducted using silica gel flash chromatography. Cyclic peptides were purified using a Gilson reverse-phase HPLC system and a semiprep Phenomenex C 18 column with a flow rate set to 5 mL/min and a gradient of 10-90% ACN/H 2 O while monitoring at 220 nm and 370 nm. HPLC analyses were carried out using an analytical Gilson RP-HPLC system and a Keystone Scientific C 18 column monitoring at 254 nm.
melting temperature (Tm) was determined by following a reported procedure 3 . Briefly, a sample of 100 µM peptide in 20% TFE/H 2 O in an 1-mm pathlength cuvette was scanned at various temperatures from 20 °C to 85 °C (5-degree intervals) with an equilibration time of 3 min and a heating rate of 60 °C/hr. The θ 222 MRE data was normalized by setting the maximum θ 222 MRE to 100% and the minimum θ 222 MRE to 0. Cellular Uptake Study: HeLa cells cultured on cover slips were treated with 100 µM of peptide 13 or control peptide 18 in 2% DMSO serum-free DMEM medium for 4 hr in a 37 °C, 5% CO 2 incubator. In preparation for fixation, medium was aspirated and the cells were washed twice with PBS. The cover slips were treated to a freshly prepared 4% paraformaldehyde/PBS solution for 10 ∼ 15 min, washed twice with PBS, and quenched with 50 mM NH 4 Cl for 10 min. After washing with PBS twice, the coverslip was flipped and placed on top of microscopy glass containing in situ-frame and PBS buffer to make a sealed sample chamber. The images were acquired on a Zeiss Axioimager motorized fluorescence microscope. DAPI filter (ex 365 nm, em 445 ± 25 nm) was used in acquiring fluorescence images. All image acquisitions and processing were performed under identical conditions. handheld UV lamp at 302 nm for 10 min. The solvent was removed under the reduced pressure and the residue was subjected to the reverse-phase HPLC analysis equipped with a C 18 column. The yields were calculated based on the absorption at 254 nm in the HPLC traces. Figure S1 . UV-Vis spectra of peptides 9-16 in the range of 220-280 nm. 
Synthesis and Characterization of Linear and Cyclic Peptides:
2-Phenyl-2H-tetrazole-5-carboxylic acid: To 0.8 mL ethyl glyoxylate in toluene (50%) was added 130 mL ethanol solution of sulfonyl hydrazide (0.69 g, 4.0 mmol). The resulting mixture was stirred for 1 hr at room temperature in an open flask before 130 mL of chilled distilled water was added. A white precipitate (sulfonylhydrazone) was generated, which was collected by filtration. The filtrate was subsequently dissolved in 50 ml pyridine to derive solution A. Separately, to a 10 mmol solution of aniline in a 1:1 mixture of ethanol and water (20 mL cooled to -5°C) was added 3.0 mL of concentrated HCl. To the resulting acidic aniline solution, 4 mL solution of sodium nitrate (0.690 g, 10 mmol) was added drop-wise generating the phenyldiazonium salt solution (solution B). Both solutions were cooled to -5°C and solution B was added dropwise to solution A over a period of 30 minutes. Following addition, the reaction mixture was allowed to warm up to room temperature over 45 min and subsequently extracted with ethyl acetate three times. The organic layer was subsequently washed with a 0.1 N HCl solution, dried over sodium sulfate, and concentrated. The crude mixture was purified via a silica gel chromatography using a stepwise gradient of ethyl acetate/hexane to afford ethyl 2-phenyl-2H-tetrazole-5-carboxylate as a pink-purple powder.
Following purification, sodium hydroxide (7.5 mmol; 0.6 g dissolved in 2 mL of water) was added to a 50 mL solution of ethyl 2-phenyl-2H-tetrazole-5-carboxylate in ethanol. The reaction mixture was refluxed overnight and allowed to cool to -5°C. The mixture was acidified with 1.2 mL of dilute HCl solution. The resulting solution was extracted five times with ethyl acetate to yield the titled compound (0.37 g, 
the crude product was purified by preparative RP-HPLC. The fractions that showed greater than 95% purity with the correct masses were pooled and lyophilized to give the stapled peptide as a fluffy white powder. according to the general procedure described above.
After purification, a yellow-white crystalline solid was obtained in 25% yield (based on resin 
